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New molecular target therapeutic strategies for hepatocellular carcinoma by
inhibition of FGF19/FGFR4 signaling
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Lenvatinib strongly suppressed FGF19-FGFR4 signaling in hepatoma cell lines

compared to sorafenib. Patients with high serum FGF19 levels before treatment in sorafenib-treated
patients had a significantly shorter prognosis than those with low serum FGF19 levels. FGF19
secretory capacity was increased and FGF19-FGFR4 signaling was also enhanced in sorafenib-resistant
cell lines. Serum FGF19 levels were elevated after sorafenib treatment compared to before treatment.
VEGF secretory capacity and angiogenic potential were increased in lenvatinib-resistant cell lines,
but the angiogenesis suppressed by cabozantinib. Furthermore, serum VEGF levels were elevated after
lenvatinib treatment compared to before treatment, and VEGF-A gene expressions were also elevated.
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